Labeling Guidance
REVISED 9/95

Cl1l

BUTALBITAL, ACETAMINOPHEN, CAFFEINE and
HYDROCODONE BITARTRATE TABLETS

DESCRIPTION

But al bital, acetam nophen, caffeine and hydrocodone bitartrate is
supplied in tablet formfor oral adm nistration.

Butal bital (5-allyl-5-isobutylbarbituric acid), a slightly bitter,
white, odorless, crystalline powder, is a short to internediate-
acting barbiturate. It has the follow ng structural formul a:

CHg

C1HisN,G, MN = 224. 26

Acet am nophen (4'-hydroxyacetanilide), a slightly bitter, white,
odorless, crystalline powder, is a non-opiate, non-salicylate
anal gesic and antipyretic. It has the follow ng structural fornula:

CHSCONH4©—OH
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CH,NO, MV = 151. 16
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whit e-
glistening
needles, is X
a centra

nervous G P H s
system s

stimul ant . L\\ \ ;>
It has the xfj; o

following 2

structural |

formul a: LN

GsHioN, G, MN = 194. 19

Hydr ocodone bitartrate is an opioid anal gesic and antitussive and
occurs as fine, white crystals or as a crystalline powder. It is
affected by light. The chem cal nane is 4,5"-epoxy- 3-net hoxy-17-
met hyl nor phi nan-6-one tartrate (1:1) hydrate (2:5). It has the

foll ow ng structural fornmula:
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C18H21NQ3' C4Heoe- 21/1"20 = 494.50

Each tabl et contai ns:

Hydr ocodone Bitartrate, USP ..................
Warni ng: May be habit formng

Butalbital, USP ........ .. ... .. .. .. . . . . . ...
Warni ng: May be habit formng

Acetam nophen, USP ........ ... ... .. .. ... .. ....

Caffeine, USP ....... .. . . . . . ...

|
33 a a

In addition each tablet <contains the followng inactive
i ngredients:

We note i1n accordance with good pharmaceutical practice, all
dosage fTorms should be labeled to cite all the inactive
ingredients (refer to USP General Chapter <1091> for
guidance). We believe this 1s an important public health
measure.

CLINICAL PHARMACOLOGY

This conbination drug product is intended as a treatnent for
t ensi on headache.

It consists of a fixed conbination of butal bital, acetam nophen
caffeine, and hydrocodone bitartrate. The role each conponent
plays in the relief of the conplex of synptons known as tension
headache is inconpletely understood.

Pharmacokinetics: The behavior of the individual conponents is
descri bed bel ow.
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Hydr ocodone: Hydrocodone is a semsynthetic narcotic anal gesi c and
antitussive with nultiple actions qualitatively simlar to those of
codeine. Mst of these involve the central nervous system and
snmoot h muscl e. The precise mechani sm of action of hydrocodone and
ot her opiates is not known, although it is believed to relate to
the existence of opiate receptors in the central nervous system
In addition to anal gesia, narcotics may produce drowsi ness, changes
in mood and nental clouding.

Following a 10 ng oral dose of hydrocodone adm nistered to five
adult male subjects, the nean peak concentration was 23.6 + 5.2
ng/ m.. Maxi mum serum | evel s were achieved at 1.3 £ 0.3 hours and
the half-life was determned to be 3.8 £ 0.3 hours. Hydrocodone
exhibits a conplex pattern of metabolismincluding O denethyl ation,
N-denet hyl ati on and 6-keto reduction to the correspondi ng 6-'- and
6- 3- hydr oxynet abol i t es.

See OVERDOSAGE for toxicity information

Butalbital: Butalbital is well absorbed fromthe gastrointestina
tract and is expected to distribute to nost tissues in the body.
Barbiturates in general may appear in breast mlk and readily cross
the placental barrier. They are bound to plasma and tissue proteins
to a varying degree and binding increases directly as a function of
[ipid solubility.

Elimnation of butalbital is primarily via the kidney (59%to 88%
of the dose) as unchanged drug or netabolites. The plasnma half-life
is about 35 hours. Urinary excretion products include parent drug
(about 3.6% of the dose), 5-isobutyl-5-(2,3-dihydroxypropyl)
barbituric acid (about 24% of the dose), 5-allyl-5(3-hydroxy-2-
met hyl - 1- propyl ) barbituric acid (about 4.8% of the dose), products
with the barbituric acid ring hydrolyzed with excretion of urea
(about 14% of the dose), as well as unidentified materials. O the
material excreted in the urine, 32%is conj ugat ed.

See OVERDOSAGE for toxicity information

Acet am nophen: Acetam nophen is rapidly absorbed from the
gastrointestinal tract and is distributed throughout nost body
tissues. The plasma half-life is 1.25 to 3 hours, but my be
i ncreased by |liver danage and foll ow ng overdosage. Elimnation of
acetam nophen is principally by Iiver nmetabolism (conjugation) and
subsequent renal excretion of nmetabolites. Approximtely 85% of an
oral dose appears in the urine within 24 hours of adm nistration,
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nmost as the glucuronide conjugate, with small anpunts of other
conj ugat es and unchanged drug.

See OVERDOSAGE for toxicity information

Caffeine: Like nobst xanthines, caffeine is rapidly absorbed and
distributed in all body tissues and fluids, including the CNS
fetal tissues, and breast m K.

Caffeine is cleared through nmetabolismand excretion in the urine.
The plasma half-life is about 3 hours. Hepatic biotransformation
prior to excretion, results in about equal amounts of 1-nethyl-
xanthine and 1-nethyluric acid. O the 70% of the dose that is
recovered in the urine, only 3%is unchanged drug.

See OVERDOSAGE for toxicity information

INDICATIONS AND USAGE

But al bital, acetam nophen, caffeine, and hydrocodone bitartrate
tablets are indicated for the relief of the synptom conplex of
tension (or nuscle contraction) headache.

Evi dence supporting the efficacy and safety of this conbination
product in the treatnment of multiple recurrent headaches is
unavai | abl e. Caution in this regard is required because
hydrocodone and butalbital are habit-formng and potentially
abusabl e.

CONTRAINDICATIONS

This product is contraindicated under the foll ow ng conditions:

0] Hypersensitivity or intolerance to any conponent of this
pr oduct .
o] Patients with porphyria.
WARNINGS

In the presence of head injury or other intracranial |esions, the
respiratory depressant effects of hydrocodone and ot her narcotics
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may be markedly enhanced, as well as their capacity for elevating
cerebrospinal fluid pressure. Narcotics al so produce other central
nervous system (CNS) depressant effects, such as drowsi ness, that
may further obscure the clinical course of the patients with head
injuries.

Hydr ocodone or other narcotics nay obscure signs on which to judge
t he diagnosis or clinical course of patients with acute abdom nal
condi ti ons.

Butal bital and hydrocodone are habit-formng and potentially
abusabl e. Consequently, the extended use of this product is not
recommended.

PRECAUTIONS

General: Butalbital, acetam nophen, caffeine, and hydrocodone
bitartrate tablets should be prescribed with caution in certain
special -risk patients, such as the elderly or debilitated, and
those wth severe inpairnent of renal or hepatic function, head
injuries, el evated intracranial pressure, acute abdom nal
condi tions, hypothyroidism urethral stricture, Addison's disease,
or prostatic hypertrophy.

Information for Patients: This product may inpair nental and/or
physical abilities required for the performance of potentially
hazar dous tasks such as driving a car or operating nmachi nery. Such
t asks shoul d be avoi ded while taking this product.

Al cohol and other CNS depressants may produce an additive OCNS
depressi on, when taken with this conbination product, and shoul d be
avoi ded.

Hydr ocodone and butal bital nay be habit-form ng. Patients should
take the drug only for as long as it is prescribed, in the anmounts
prescribed, and no nore frequently than prescribed.

Laboratory Tests: In patients wth severe hepatic or renal disease,
effects of therapy should be nonitored with serial |iver and/or
renal function tests.

Drug Interactions: The CNS effects of butalbital may be enhanced by
nmonoam ne oxi dase (MAO inhibitors. The use of MAO inhibitors or
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tricyclic antidepressants wth hydrocodone preparations nmay
i ncrease the effect of either the antidepressant or hydrocodone.

But al bital, acetam nophen, caffeine, and hydrocodone nmay enhance
the effects of: other narcotic analgesics, alcohol, general
anesthetics, tranquilizers such as chlordiazepoxide, sedative-
hypnotics, or other CNS depressants such as antihistam nes,
anti psychotics, or anti-anxiety agents, causing increased CNS
depr essi on.

Drug/Laboratory Test Interactions: Acetam nophen may produce fal se-
positive test results for urinary 5-hydroxyi ndol eacetic acid.

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate
studi es have been conducted in animals to determ ne whether
butal bital, acetam nophen, or hydrocodone have a potential for
carci nogenesi s, nutagenesis or inpairnment of fertility.

Pregnancy: Teratogenic Effects: Pregnancy Category C. Aninal
reproduction studi es have not been conducted with this conbination
product. It is also not known whether butal bital, acetam nophen
caffeine, and hydrocodone bitartrate can cause fetal harm when
adm nistered to a pregnant woman or can affect reproduction
capacity. This product should be given to a pregnant woman only
when cl early needed.

Nonteratogenic Effects: Babi es born to nothers who have been taking
opioids regularly prior to delivery will be physically dependent.
The withdrawal signs include irritability and excessive crying,
trenors, hyperactive reflexes, increased respiratory rate,
i ncreased stools, sneezing, yawning, vomting and fever. The
intensity of the syndronme does not always correlate with the
duration of maternal opioid use or dose. There is no consensus on
t he best nethod of nmanagi ng w t hdrawal .

W t hdrawal seizures were reported in a two-day-old male infant
whose not her had taken a butal bital -containing drug during the | ast
two nonths of pregnancy. Butalbital was found in the infant's
serum The infant was given phenobarbital 5 ng/kg, which was
tapered without further seizure or other w thdrawal synptons.

Labor and Delivery: As with all narcotics, admnistration of this
product to the nother shortly before delivery may result in sone
degree of respiratory depression in the newborn, especially if
hi gher doses are used.
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Mothers: Caffeine, barbiturates and acetam nophen ar
excreted in breast mlk in small anounts, but the significance of
their n
whet her hydrocodone is excreted in human m | k. Because of po
for serious adverse reactions in nursing infants from butal bital,
acet am nophen, caffeine, and hydrocodone, a deci sion should
whet her to discontinue nursing or to discontinue the drug, taking
into account the inportance of the drug to the nother.

Safety and effectiveness in pediatric patients bel ow

ADVERSE REACTIONS

Frequently Observed: actions
are drowsi ness, |ightheadednes
breat h, nausea, vomting, abdom nal pain, and intoxicated feeling.

Observed: e
classified as infrequent.

Nervous: headache, shaky feeling, tingling, agitation
fainting, fatigue, heavy eyelids, high energy, hot spells
nunbness, sluggi shness, seizure, nental clouding, |ethargy
i npai r ment ,
dysphoria, psychi c dependence, and nood changes. Mental con
exci t ement ,
pa in elderly or debilitated patients, or due to

Autonomic Nervous: dry nouth, hyperhidrosis.

difficulty swallow ng, heartburn, flatulence
consti pati on.

Cardiovascular:
Musculoskeletal: | eg pain, nuscle fatigue.

di uresis, ureteral spasm spasm of vesica
sphincters and urinary retention have been reported w th opiates.

Respiratory Depression: Hydrocodone bitartrate may produce dose-
rel a respiratory depression by acting directly on brain stem
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respiratory centers (see OVERDOSAGE)

Miscellaneous: pruritus, fever, ear ache, nasal congestion
tinnitus, euphoria, allergic reactions.

Several cases of dermatological reactions, including toxic
epi dermal necrolysis and erythema nmultiforme, have been reported
for a conbination product containing butal bital, acetam nophen, and
caf f ei ne.

The following adverse drug events may be borne In mind as potential
effects of the components of this product. Potential effects of
high dosage are listed in the OVERDOSAGE section.

Acetaminophen: allergic reactions, rash, t hr onbocyt openi a,
agr anul ocyt osi s.

Caffelne: cardiac stinmulation, irritability, trenor, dependence,
nephr ot oxi city, hyperglycem a.

Hydrocodone: nausea, vom ting, dr owsi ness, I i ght headedness,
constipation, pruritus, skin rash.

DRUG ABUSE AND DEPENDENCE

Controlled Substance: Butalbital, acetam nophen, caffeine, and
hydrocodone bitartrate tablets are classified as a Schedule 11
control |l ed substance.

Abuse and Dependence: Hydrocodone: Psychic dependence, physica
dependence, and tol erance nmay devel op upon repeated adm ni stration
of narcotics; therefore, this product should be prescribed and
admnistered wth caution. However, psychic dependence is unlikely
to devel op when hydrocodone bitartrate is used for a short tine.

Physi cal dependence, t he condi tion in whi ch conti nued
admnistration of the drug is required to prevent the appearance of
a W thdrawal syndrone, assunes clinically significant proportions
only after several weeks of continued narcotic use, although sone
m | d degree of physical dependence nay devel op after a few days of
narcotic therapy. Tolerance, in which increasingly |arge doses are
required in order to produce the sanme degree of analgesia, is
mani fested initially by a shortened duration of anal gesic effect,
and subsequently by decreases in the intensity of anal gesia. The
rate of devel opnent of tol erance varies anong patients.
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Butal bital: Barbiturates may be habit-forming: Tol erance,
psychol ogi cal dependence, and physical dependence nmay occur
especially follow ng prolonged use of high doses of barbiturates.
The average daily dose for the barbiturate addict is usually about
1500 ng. As tolerance to barbiturates devel ops, the anount needed
to maintain the sane | evel of intoxication increases; tolerance to
a fatal dosage, however, does not increase nore than two-fold. As
this occurs, the margin between an intoxication dosage and fatal
dosage becones snmaller. The lethal dose of a barbiturate is far

less if alcohol is also ingested. Major wthdrawal synptons
(convul sions and deliriun) may occur within 16 hours and last up to
5 days after abrupt cessation of these drugs. Intensity of

wi t hdr awal synptons gradually declines over a period of
approxi mately 15 days. Treatnent of barbiturate dependence consists
of cautious and gradual wthdrawal of the drug. Barbiturate-
dependent patients can be wi thdrawn by using a nunber of different
wi t hdrawal reginmens. One nethod involves initiating treatnent at
the patient's regular dosage |evel and gradually decreasing the
daily dosage as tolerated by the patient.

OVERDOSAGE

Follow ng an acute overdosage of butalbital, acetam nophen,
caf f ei ne, and hydrocodone, toxicity my result from the
bar bi turate, hydr ocodone, or the acetam nophen conponents

Toxicity due to caffeine is less likely, due to the relatively
smal | amounts in this fornulation

Signs and Symptoms: Toxicity from barbiturate poisoning includes
dr owsi ness, conf usi on, and cong; respiratory depression;
hypot ensi on; and hypovol em ¢ shock.

Serious overdose with hydrocodone is characterized by respiratory
depression (a decrease in respiratory rate and/or tidal volune,
Cheyne- St okes respiration, cyanosis) extrene sonnol ence progressing
to stupor or comm, skeletal nuscle flaccidity, cold and clamy
skin, and sonetinmes bradycardia and hypotension. In severe
overdosage, apnea, circulatory collapse, cardiac arrest and death
may occur.

I n acetam nophen overdosage: dose-dependent, potentially fatal
hepatic necrosis is the nost serious adverse effect. Renal tubular
necroses, hypoglycem c coma and thronbocytopenia may al so occur.
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Early synptons following a potentially hepatotoxic overdose may
i nclude: nausea, vomting, diaphoresis and general nalaise.
Clinical and | aboratory evidence of hepatic toxicity may not be
apparent until 48 to 72 hours post-ingestion. In adults hepatic
toxicity has rarely been reported with acute overdoses of |ess than
10 grans, or fatalities with less than 15 grans.

Acut e caffeine poisoning may cause i nsomni a, restlessness, trenor,
and delirium tachycardia and extrasystol es.

Treatment: A single or multiple overdose with this conbination
product is a potentially |ethal polydrug overdose, and consul tation
with a regional poison control center is recommended.

| mredi ate treatnment includes support of cardiorespiratory function
and nmeasures to reduce drug absorption. Vomting should be induced
mechanically, or with syrup of ipecac, if the patient is alert

(adequat e pharyngeal and |aryngeal reflexes). Oral  activated
charcoal (1 g/kg) should follow gastric enptying. The first dose
shoul d be acconpanied by an appropriate cathartic. | f repeated

doses are used, the cathartic mght be included with alternate
doses as required. Hypotension is usually hypovol em ¢ and shoul d
respond to fl uids. Pressors should be avoided. A cuffed endo-
tracheal tube should be inserted before gastric |avage of the
unconsci ous patient and, when necessary, to provide assisted
respiration. |If renal function is normal, forced diuresis may aid
inthe elimnation of the barbiturate. AlKkalinization of the urine
increases renal excretion of sone barbiturates, especially
phenobar bi t al .

Meticulous attention should be given to maintaining adequate
pul nonary ventilation. In severe cases of intoxication, peritoneal
dialysis, or preferably henodial ysis nay be considered. |If
hypopr ot hr onbi nem a occurs due to acetam nophen overdose, vitamn
K shoul d be adm ni stered intravenously.

Nal oxone, a narcotic antagoni st, can reverse respiratory depression
and coma associated with opioid overdose. Nal oxone hydrochloride
0.4 ngto 2 ng is given parenterally. Since the duration of action
of hydrocodone nmay exceed that of the nal oxone, the patient should
be kept under continuous surveillance and repeated doses of the
ant agoni st shoul d be adm ni stered as needed to maintain adequate
respiration. A narcotic antagoni st should not be adm nistered in
the absence of clinically significant respiratory or cardi ovascul ar
depr essi on.
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| f the dose of acetam nophen may have exceeded 140 ng/ kg, acetyl -
cysteine should be adm nistered as early as possible. Serum
acet am nophen | evel s shoul d be obtai ned, since |evels four or nore
hours foll ow ng ingestion help predict acetam nophen toxicity. Do
not await acetam nophen assay results before initiating treatnent.
Hepatic enzynmes should be obtained initially, and repeated at 24-
hour intervals.

Met henogl obi nem a over 30% shoul d be treated with nethyl ene bl ue by
sl ow i ntravenous adm ni stration.

Toxic Doses (for adults):

Butal bital: toxic dose 1 g (__ tablets)
Acet am nophen: toxic dose 10 g (__ tablets)
Caffeine: toxic dose 1 g (__ tablets)

DOSAGE AND ADMINISTRATION

One to two tablets every four hours. Total daily dosage shoul d not
exceed 6 tablets.

Extended and repeated use of this product is not recomended
because of the potential for physical dependence.
HOW SUPPLIED
- Est abl i shed nanme and strength
- Packagi ng
- Shape, color, coating, scoring, etc..
- Speci al handling and storage conditions

Manuf acturer/Di stributor's nanme and pl ace of business.
Date of |atest revision.
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GUIDELINES FOR CONTAINER LABELS

1. Applicants have proposed a variety of formats in expressing
the nanme of this product. The established nane for this
product is:

BUTALBI TAL, ACETAM NOPHEN, CAFFEI NE
AND HYDROCCDONE Bl TARTRATE TABLETS

To neet both the requirenments for use of the established nane
and the need to easily identify the intended product w thout
undue repetition, we suggest the foll ow ng:

But al bital * __mg

Acet am nophen __mg

Caf f ei ne __mg
and

Hydr ocodone* Bitartrate ____mg

Tabl et s

*Warni ng:  May be habit form ng.

Pl ease note that the mlIligramanmunts of each of the active
i ngredients woul d appear in a separate print type or colored
boxes so as not to be a part of the established nane, yet be
positioned such that the drug conponent is easily identifiable
to the appropriate strength.

| f the above format is not possible we suggest the foll ow ng:

But al bi tal *, Acetam nophen, Caffeine
and Hydrocodone* Bitartrate Tablets

___my/__ nmy/__ nmg and __ ny
*Warni ng: May be habit form ng.
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